Clinical nephrologists have long recognized the associAfter binding, albumin reabsorption occurs by endocytosis into an intracellular vesicular trafficking system, ation between heavy proteinuria and the tendency for progression of renal failure. Progressive renal impair-with delivery of the majority of the reabsorbed albumin ment is characterized by progressive interstitial scarring to a lysosomal compartment. Here it is degraded to its and tubular atrophy, and proteinuria is strongly implic-component amino acids which are then returned to the ated in the pathogenesis of this tubulo-interstitial circulation rather than being excreted in the urine. The lesion. Proximal tubular cells are exposed to filtered endocytic process itself is subject to complex regulation protein, most notably albumin, in health, but are by heterotrimeric GTP-binding proteins, and the exposed to much higher concentrations in diseases of enzyme phosphatidylinositol 3-kinase (PI 3-kinase) reduced glomerular permselectivity. Traditional [4,5]. dogma, however, suggests that albumin is a benign Albumin is not simply an inert piece of cargo molecule, and the mechanisms by which it may induce reabsorbed and degraded by the proximal tubular adverse pathophysiological events in the kidney have epithelium. Indeed, a growing body of evidence also not been clear. Thus the mechanism of interaction of implicates albumin as an important regulator of funcalbumin with the proximal tubule is of considerable tion and dysfunction in a number of other cell types. interest to nephrologists.
N. J. Brunskill 40 integrity. Chronic or over-stimulation of this pathway min, and these pathways are likely to be important in both health and disease. In proteinuric renal diseases, in proteinuria may contribute to the disturbance of proximal tubule growth, which is a hallmark of pro-other molecules carried with albumin, particularly lipids, are also probable contributors to the developgressive renal tubulo-interstitial disease.
Therefore, in vitro, albumin is mitogenic when ment of tubulo-interstitial disease. applied to proximal tubular cells. The situation in vivo is more complex. Proximal tubular cell turnover has References been studied in protein overload proteinuria. In this model, albumin is administered to rats via the intraperi- 
